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Magyar ci'm: 

Eljaras immunglobulin koncentratumok es ezeket tartalmaz6 gydgyszerkeszftmenyek eldallftasara 
Angol elm: 

PROCESS FOR PRODUCING IMMUNEGLOBULIN CONCENTRATES AND PHARMACEUTICAL 
COMPOSITIONS COMPRISING SAME 

Bejelento: 

Biotest Pharma GmbH., Dreieich, DE 
Feltalalo: 

Dichtelmuller, Herbert, Sulzbach, DE 
Stephan, Wolfgang, Dreieich, DE 
Lissner, Reinhard, Weilbach, DE 
Arndt, Riidiger, Hamburg-Blankenese, DE 
Kepviselo: 

S.B.G. es K. Ogyvedi es Szabadalmi Iroda, Budapest 
Kivonat: 

A talalmany targya eljaras immunglobulin hat6anyag eloallftasara nem- 
immunizalt szarvasmarhak elotejebfil (colostrum). A hat6anyag 
immunglobulin-tartalma magas, ugyanakkor antikomplementer-aktivitasa 
alacsony. Embernek oralisan, allatoknak intravenasan is adhato 
onmagaban vagy gyogyszerkeszftmeny alakjaban bakteriumok- vagy 
toxinok-okozta betegsegek, klildncisen az AIDS-betegek vagy mas 
immunhianyban szenvedok sulyos hasmenese, az "utazok hasmenese", a 
csecsemok toxin-okozta hasmenese, gyomor- es nyombelfek§lyek, krdnikus 
es akut Yersinia-fertozesek vagy protozoonok okozta megbetegedesek 
kezelesere. 

tgenypont: 

1. Eljaras immunglobulin hatoanyag el6allftasara szarvasmarhak 
elles utani 30, eldnyosen 10 dran belGl kifejt elotejebdl (a 
colostrumbol), az elotej desztillalt vlzzel tQrtenS hfgftasaval, a 
hi'gitott elotej pasztorbzesevel, a tejzsfr eltavolftasaval es a kazein 
kicsapasaval es eltavolftasaval, azzal jellemezve, hogy az fgy kapott 
elotejsavot 145-180 "C bemeneti, es 65-70 °C kimeneti hfimerseklet 
mellett porlasztva szarltjuk. (Elsobbsege: 1988. 04. 19.) 

2. Az 1. igenypont szerinti eljaras, azzal jellemezve, hogy az 
elotejsavot a porlasztva szarftas el6tt tomenyitjuk. (ElsSbbsege: 
1988.04.19.) 

3. Az 1 . vagy a 2. igenypont szerinti eljaras, azzal jellemezve, 
hogy az elotejsavot a porlasztva szarftas eldtt oktansawal kezeljiik. 
(Elsobbsege: 1 988. 04. 1 9.) 

4. Eljaras bakterialis, protozoa eredetu vagy toxinok okozta 
megbetegedesek, gyomor- es belbetegsegek vagy immunhianyos allapotok 
kezelesere alkalmas gyogyaszati k§szftmeny el6allftasara, azzal 
jellemezve, hogy az 1-3. igenypontok barmelyike szerint elSallftott 
hatoanyagot onmagaban vagy a szokasos gyogyszerkikeszftesi 
segedanyagokkal bsszeke verve ismert m<5don formazzuk. (Elsobbsege: 
1988.11.02.) 



Abstract 

The Subject of the invention relates to the production of immuneglobulin active agent from 
the foremilk (colostrum) of cattle. The immuneglobulin content of the active ingredient is 
high, but at the same time its anti-complementary activation is low. It may be administered 
orally for humans and intravenously for animals on its own or in the form of a pharmaceutical 
preparation for the treatment of bacteria or toxin-caused illnesses, serious diarrhoea of AIDS 
patients or of patients suffering from other immune deficiency diseases, "traveller's 
diarrhoea", toxin-caused diarrhoea in infants, stomach and duodenal ulcers, chronic and acute 
Yersinia infections or illnesses caused by protozoa. 

Claims: 

1. Procedure for the production of immuneglobulin active agent from the foremilk 
(colostrum) of cattle taken within 30 hours, favourably 10 hours, of giving birth by the 
dilution of the foremilk in distilled water, pasteurising the diluted foremilk, the 
removal of the milk fat, and the precipitation and removal of the casein characterised 
by that the lactic acid obtained from the foremilk is spray dried with an input 
temperature of 145-180 °C and an output temperature of 65-70 °C. (Priority: 
19/04/1988) 

2. The procedure according to claim 1 characterised by that the foremilk lactic acid is 
concentrated before spray drying. (Priority: 19/04/1988) 

3. The procedure according to claims 1 or 2 characterised by that the foremilk lactic acid 
is treated with caprylic acid before spray drying. (Priority: 19/04/1988) 

4. Procedure for the production of a medial preparation suitable for the treatment of 
bacteria, protozoa or toxin caused illnesses, stomach and intestine illnesses or immune 
deficiency conditions characterised by that any of the active agents produced 
according to any of the claims 1-3 is formed mixed with the usual pharmaceutical 
preparation auxiliary materials or on its own. (Priority: 02/1 1/1988) 
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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/GB97/02721 



I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1-21 as originally filed 

Claims, No.: 

1-55 as originally filed 

Drawings, sheets: 

1/1 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 
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V. 



Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



Statement 



Novelty (N) 



Yes: 
No: 



Claims 
Claims 



2-7,9-17.19-22.25-30.32.34-41.43.46.47.51-55 
1.8,18.23.24.31.33,42.44.45.48,49,50 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



3-7,10.1 1 ,13-17.20.21 .25.27-30.36-41 .46,47.53 
1.2.8.9,12.18.19.22-24,26.31-35.42-45,48-52.54.55 



Industrial applicability (IA) 



Yes: 
No: 



Claims 
Claims 



1-55 



2. Citations and explanations 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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Ad section V.: 

1. The following documents are cited: 

D1 Archivum Immunologiae et Therapiae Experimentalis 39(5-6), 461-467, 1991 
D2 The Biochemical Journal 1 99(1 ), 9-15, 1 981 

D3 Archivum Immunologiae et Therapiae Experimentalis 41(5-6), 275-279, 1993 

2. The present International application refers to the use of colostrinin as a 
medicament, particularly in the treatment of chronic disorders of the central 
nervous system and the immune system, to a method of preparing colostrinin 
from mammalian colostrum, to the C-terminal nonapeptide of colostrinin and its 
use in the manufacture of a medicament. 

In view of the documents cited in the International Search Report only the subject- 
matter of claims 2-7,9-17,19-22,25-30,32,34-41,43,46,47 and 51-55 of the present 
International application has to be regarded as being new (Article 33(2) PCT). 

2.1 D1 describes the effect of a proline-rich polypeptide (PRP), isolated from ovine 
colostrum, on the development of autoimmune anaemia and survival of New 
Zealand Black (NZB) mice. It could be shown that PRP significantly reduces the 
percentage of mice exhibiting positive Coombs reaction and prolonged life of 
these mice. PRP, given at a very broad range of doses, was efficient in lowering 
the incidence of haemolytic anaemia in NZB mice. The results shown in D1 
indicated that PRP affected condition of NZB mice by restoring suppressor T cell 
function and thus, PRP have therapeutical value and can be used in the treatment 
of autoimmune disorders (see D1, p.461-462, 'Abstract' and 'Introduction', p. 464- 
466, 'Discussion'). 

Therefore, in view of the disclosure of D1 the subject-matter of claims 
1,8,18,23,24,31,33,42,44,45 and 50 is not new. 

2.2 D2 discloses the chemical and physical characterization of PRP from ovine 
colostrum. A detailed purification process for PRP is outlined in the document (see 
D2, p. 1981 /Isolation of proline-rich polypeptide'). 

Thus, claims 48 and 49 lack novelty. 

3. The closest prior art to evaluate the inventiveness of claims 2-7,9-17,19-22,25- 
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30,32,34-41,43,46,47 and 51-55 of the present International application is also the 
above cited document D1. 

3.1 Claims 2,9,19 and 43 concern the use of colostrinin as a medicament for humans 
and claims 34 and 35 refer to a pharmaceutical composition comprising colostrinin 
in different application forms. 

As outlined above ovine colostrinin has been used in the treatment of chronic 
disorders of the immune system of mice. 

For a person skilled in the art it is a straight forward procedure to go on and to 
develop a medicament for humans based on the results from mice. It is merely a 
common procedure that a compound first will be tested in animal experiments 
before it will be applied to humans in clinical studies. As well it is common 
knowledge that a pharmaceutical composition can be prepared in different forms . 
depending on its intended application such as in a form suitable for absorption or 
as a tablet, gel or plaster etc.. 

Claims 12,22,26 and 32 refer to colostrinin derived from a non-ovine source, and 
claims 51,52,54 and 55 refer to a nanopeptide of colostrinin for use as a 
medicament or being comprised in a pharmaceutical composition. 
D3 describes an active nonapeptide fragment isolated from the products of PRP 
digestion or obtained by chemical synthesis. Said nonapeptide shows full 
spectrum of biological activities of PRP and it is assumed that this nonapeptide 
may have a therapeutic value, especially in cases of autoimmune disorders. 
Moreover, D3 discloses that PRPs have been found in other sources, such as dog 
colostrum, human and bovine milk, parotid-gland saliva (see D3, p. 275, 'Abstract', 
p. 277-279, 'The Relationship between the Structure of PRP and its activity'). 
For a person skilled in the art it is merely a common procedure to combine the 
teachings of D1 and D3, and thus to use the nonapeptide instead of the PRP as a 
medicament or in a pharmaceutical composition. 

Therefore, claims 2,9,12,19,22,26,32,34,35,43,51,52,54 and 55 are considered to 
lack an inventive step. 

3.2 However, in the prior art no indication has been given that colostrinin can be used 
in the treatment of chronic disorders of the central nervous system, in the 
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treatment of diseases with a bacterial and viral aetiology or in the treatment of 
acquired immunological deficiencies. Moreover, in the prior art no indication has 
been given for the use of colostrinin as a dietary supplement or for use as a 
prophylactic medicament for humans to prevent or inhibit the development of 
Alzheimer's disease. 

Therefore, an inventive step has to be acknowledged for claims 3-7,1 0,11,13- 
17,20,21,25,27-30,36-41,46,47 and 53 of the present International application 
(Article 33(3) PCT). 

Ad section VIII.: 

1. Claim 45 lacks clarity due to the expression "prophylactic medicament". A drug 
can be used as a medicament in general or the drug can be used as a 
prophylactic medicament for a certain diseases, but not prophyiactical in general. 

2. The applicant is asked to check the references of claims 1 0 and 1 1 . Furthermore, 
the applicant is asked to check the numbering of the claims, because there are 
two claims being numbered "44". 

3. The present International application contains an unacceptable number of 
independent claims. Therefore, the requirements of Article 6 PCT regarding 
conciseness of claims has not been met. In this context, the attention of the 
applicant is drawn to the fact that undue repetition of wording between one claim 
and another should be avoided by use of the dependent form. 

4. With respect to claims 23-30 you are already informed that in case of an 
European application said claims are not allowable because, "methods of 
treatment of the human or animal body by surgery or therapy and diagnostic 
methods practised on the human or animal body shall not be regarded as 
inventions which are susceptible of industrial application." 
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International filing date (day/month/year) 

03/10/1997 



(Earliest) Priority Date (day/month/year) 
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LUDWICK HIRSZFELD INSTITUTE OF et al. 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 1 8. A copy is being transmitted to the International Bureau. 



This International Search Report consists of a total of _ 



f)("| It is also accompanied by a copy of each prior art document cited in this report. 



1 . Certain claims were found unsearchable (see Box I). 

2. Q Unity of invention is lacking (see Box II). 



3. Q The international application contains disclosure of a nucleotide and/or amino acid sequence listing and the 
international search was carried out on the basis of the sequence listing 

| [ filed with the international application . 

| | furnished by the applicant separately from the international application, 

| | but not accompanied by a statement to the effect that it did not include 
matter going beyond the disclosure in the international application as filed. 



| | Transcribed by this Authority 



4. With regard to the title, [^] the text is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as follows: 



With regard to the abstract, 



| )( | the text is approved as submitted by the applicant. 

| | the text has been established, according to Rule 38.2(b), by this Authority as it appears in 
Box III. The applicant may, within one month from the date of mailing of this International 
Search Report, submit comments to this Authority. 



The figure of the drawings to be published with the abstract is: 
Figure No. Q as suggested by the applicant. 

| | because the applicant failed to suggest a figure. 

| ) because this figure better characterizes the invention. 



f)(] None of the figures. 
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B x I Obs rvati ns wh r certain iafms w r found unaearchabl (Continuation f it m 1 of first sheet) 

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. [ X | Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 

Remark: Although claim(s) 23-30,42 and 43 

are directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

2. \^\ Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that rto meaningful International Search can be carried out, specifically: 



3. Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box it Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
' ' searchable claims. 

| | As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 



3. | | As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
' ' covers only those claims for which fees were paid, specifically claims Nos. : 



4. | | No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest j [ The additional search fees were accompanied by the applicant's protest. 

| | No protest accompanied the payment of additional search fees. 
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